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I. Basis of the rep rt 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)y. 
Description, pages: 

1-45 as originally filed 
Claims, No.: 

1-6,7 (part) as originally filed 

7 (part) as received on 05/02/2002 with letter of 01/02/2002 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 



□ 
□ 
□ 
□ 
□ 

□ 
4. The 
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5. □ This report has been established as If (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

IS paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 1 3.2 and 1 3.3 is 

□ complied with. 

□ not complied with for the following reasons: 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

El all parts. 

□ the parts relating to claims Nos. . 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-7 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1-7 

Industrial applicability (IA) Yes: Claims 1-7 
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2. Citations and explanations 
see separate sheet 
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Reference is made to the following documents: 
D1: WO-A-9911605 

D2: J. Am. Chem. Soc. (1992), 1 14(13), 5054-67 

D3: ANGEWANDTE CHEMIE. INTERNATIONAL EDITION., vol. 37, 1998, 
pages 2046-2067, 

D4: The Merck Index 12th Edition 1 1996 , page ONR-85; paragraph 353 
Re Item IV 

1 The present application concerns processes for the production of 2-phenylamino- 
5-alkylphenyl acetic acids represented by formula I of claim 1 via a 1 -phenyl- 5- 
alkyl indol-2-one, represented by formula II of claim 1. 

For the purposes of unity, a single general inventive concept is required. This 
means that the broadest possible problem to be solved has to be drawn up (i.e. 
to cover all claimed possibilities). Thus, by definition, the provisos may not be 
taken into account when determining the presence or lack of unity, since the 
special technical feature must define a contribution over these provisos as well. 

Several different synthetic pathways leading to the intermediate compound II are 
disclosed. Some of them use a 4-alkyl diphenylamine, represented by formula 
VIII of claim 3, as a further precursor. In another set of pathways a 1-phenyl-5- 
alkyl- 1 ,4,5,6-tetrahydro indol-2-one is involved. 

The document D2, discloses a compound of formula VIII (see page 5056: 
formula 17; page 5067, right hand column, first paragraph). The document D1 
discloses (see example 38 and claim 9(c)): a process for the preparation of a 
compound of Formula I by cleaving a lactam of Formula II, wherein in both 
formulae R represents ethyl, R 1f R 2 , R 4 and R 5 all represent fluoro and R 3 is 
hydrogen. The subject-matter of claim 1 therefore differs from this known 
process in that: the known process is excluded by means of a disclaimer. 

The problem to be solved by the present application has been regarded as to 
provide further processes for the preparation of 2-phenylamino-5-alkylphenyl 
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acetic acids represented by formula I of claim 1 . 

With respect to unity of intermediates and final products the "Administrative 
Instructions under the PCT n Annex B, Part 1 , g) v) stipulate that "The 
intermediate and final products shall not be separated, in the process leading 
from one to the other, by an intermediate which is not new." 

Since intermediate VIII is known and a known intermediate of formula II has been 
excluded by means of a disclaimer, the requirement of the Administrative 
Instructions under the PCT, mentioned here above is not met. Since there are no 
apparent other features which may be regarded as a special technical feature, 
which could link the different inventions of the application, the present application 
lacks of unity of invention contrary to Rule 13.1 PCT. 

Additionally, the "Administrative Instructions under the PCT" Annex B, Part 1, g) 
ii) B) require that "the intermediate and final products are technically interrelated, 
this meaning that the final product is manufactured directly from the intermediate 
or is separated from it by a small number of intermediates all containing the 
same essential structural element." 

Compounds JX, X and XIII undoubtedly comprise some structural elements of the 

end product II such as the group R in position 4 of a N-atom and the groups R 1 - 
R 5 on a phenyl. The further intermediates which lead to the end product all 
contain these structural elements. Nevertheless compounds IX and XIII are 
structurally considerably different from II and all three are separated from II by at 
least three further intermediates: compounds VIII, VII and II. 

In the opinion of the ISA, three further intermediates is not a small number in the 
sense of the Administrative Instructions under the PCT Annex B, Part 1 , g) ii) B). 

Consequently compounds IX, X and XIII are not technically sufficient closely 
linked to the end product as to form a single general inventive concept. 

2 Claim 2 consists of a large number of independent sub-claims with no clear 

explicit technical relation among them. They all appear to concern intermediate 
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3.1 



3.2 



steps in the preparation of known final compounds. These known final 
compounds seem to be the only technical feature, which links the subclaims 
Because the final compounds are known the subject matters of the sub-claims of 
claim 2 lack a special technical feature which makes a contribution over the prior 
art. Hence the group of inventions of claim 2 are not so linked as to form a single 
inventive concept contrary to Rule 13.1 PCT. 

The separate groups of invention are: 

Process for the production of a compound of formula I from compound II (claim 
1); processes for the production of compounds of formula III, VII and VIII (claim 2 
a, b, c, d; claim 7 a, b, c, d). Claims: 1-7 all partially. 

Process for the production of a compound of formula VIII by reaction of a 
compound XI with p-toluidine or 4-ethy.-aniline; or by reaction of a compound IV 
with 4-bromotoluene or 4-bromoethyl benzene (claim 2 f, g). Claims- 1-7 all 
partially. 



3 3 .vT 5 ^ 6 Pr ° dUCti0n ° f 3 c °™P°"nd of formula VII. from or via compounds 
IX, X or XII (claim 2 e, h, i, j, k; claim 7 e, f). Claims: 1 -7 all partially. 

3.4 Process for the production of a compound of formula VIII from or via compound 
XIII (claim 2 I, m, n; claim 7 g). Claims: 1-7 all partially. 



Re Item V 



Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 



1.1 



Novelty 

r°° eSS °' eXamP ' e 38 °' 01 HaS been disc ">™ed. The documents 
D2 o D4 don t conoern a process for the production of a compound of Formula I 
OT claim 1 . 
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Claim 2: The processes b), d), f) are different from the processes disclosed on 
pages 34 and 35 of document D1 because of the disclaimer in claim 1 The 
documents D1, D2, D3 or D4 don't disclose processes for the preparation of 
compounds of formula II, III, VII, VIII, IX, X or XIII. 

Claim 3: The process is different from the process disclosed on pages 34 and 35 
of document D1 because of the disclaimer in claim 1 . 

Claims 4, 5, 6, 7: The compounds are different from the compound disclosed in 
D1 because of the substituents R, R\ R 2 , r< and R 5 . 
1 .5 The subject matter of claims 1 -7 is new (Art. 33(2) PCT). 



1.3 
1.4 



2.1 



2.2 



Inventive step 

The document D1 is regarded as being the closest prior art to the subject-matter 
of cla.m 1 , and discloses (see example 38 and claim 9(c)): a process for the 
preparation of a compound of Formula I by cleaving a lactam of Formula II 
wherein in both formulae R represents ethyl, R tJ R 2> r 4 and R 5 all represent 
fluoro and R 3 is hydrogen. The subject-matter of claim 1 therefore differs from 
this known process in that: the known process is excluded by means of a 
disclaimer. 

The problem to be solved by the present invention may therefore be regarded as 
to provide an alternative process for the preparation of a compound of Formula I 
by cleaving a lactam of Formula II. The solution proposed in claim 1 of the 
present application cannot be considered as involving an inventive step (Article 
33(3) PCT) for the following reasons. 

A disclaimer is, by way of exception, allowable to restore the novelty of a 
otherwise inventive claim, it cannot impart inventive step to a teaching which is 
obvious. 



2.3 Dependent claims 4 and 5 do not contain any features which, in combination with 
the features of any claim to which they refer, meet the requirements of the PCT 
in respect of inventive step, the reasons being as follows: The subject-matter of 
claims 4 and 5 consists in the selection of the compounds described in document 
D1. Such a selection can only be regarded as inventive, if the compounds 
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present unexpected effects or properties in relation to the rest of the range. 
However, no such effects or properties are indicated in the application. Hence, 
no inventive step is present in the subject-matter of claims 4 and 5. 

2.4 The apparently mutually unrelated processes of the independent claim 2 are 
usual processes known for the preparation of analogous compounds. For 
example: the process of claim 2(e) is generally known from document D4; the 
process of claim 2(f) and 2(g) is generally known from document D3 (see page 
2051 , last paragraph - page 2051 , first paragraph). An inventive step could only 
be recognized for each of the subclaims if they would be integrated in a new and 
inventive overall process. 
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*X* document of particular relevance; the claimed invention 
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involve an inventive step when the document is taken alone 

*Y* document of particular relevance; the claimed invention 
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ments, such combination being obvious to a person skilled 
in the art 

"&* document member of the same patent family 
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Box I Obs rvati ns where certain claims were found unsearchable (Continuation f item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 1 7(2)(a) for the following reasons: 
1. I"] Claims Nos.: 

— because they relate to subject matter not required to be searched by this Authority, namely: 



Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 

As a result of the prior review under R. 40.2(e) PCT, 
no additional fees are to be refunded. 

1 . I y I As all required additional search fees were timely paid by the applicant this International Search Report covers all 
La-I searchable claims. 

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant this International Search Report 
■ — » covers only those claims for which fees were paid, specifically claims Nos.: 



4. | | No required additional search fees were timely paid by the applicant Consequently, this International Search Report Is 
restricted to the invention first mentioned in the claims: it is covered by claims Nos.: 



Remark n Protest | X | The additional search fees were accompanied by th applicant protest 

~| No protest accompanied the payment of additional search fees. 



Form PCT/iSA/21 0 (continuation of first sheet (1 )) (July 1 998) 



International Application No. PCTiEP 00 £9346 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1-7 all partially 

Process for the production of a compound of formula I from 
compound II (claim 1); processes for the production of 
compounds of formula III, VII and VIII (claim 2 a, b, c, d; 
claim 7 a, b, c, d) 



2. Claims: 1-7 all partially 

Process for the production of a compound of formula VIII by 
reaction of a compound XI with p-toluidine or 
4-ethyl -aniline; or by reaction of a compound IV with 
4-bromotoluene or 4-bromoethyl benzene (claim 2 f, g) 



3. Claims: 1-7 all partially 

Process for the production of a compound of formula VIII 
from or via compounds IX, X or XII (claim 2 e, h, i, j, k; 
claim 7 e, f) 



4. Claims: 1-7 all partially 

Process for the production of a compound of formula VIII 
from or via compound XIII (claim 2 1, m, n; claim 7 g) 
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